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1 . Le present rapport d'examen preliminaire international, etabli par I'administration chargee de I'examen preliminaire 
international, est transmis au deposant conformement a Particle 36. 



2. Ce RAPPORT comprend 5 feuilles, y compris la presente feuille de couverture. 



S II est accompagne d'ANNEXES, c'est-a-dire de feuilles de la description, des revendications ou des dessins qui ont 
ete modifiees et qui servent de base au present rapport ou de feuilles contenant des rectifications faites aupres de 
I'administration chargee de I'examen preliminaire international (voir la regie 70.16 et ('instruction 607 des Instructions 
administratives du PCT). 



Ces annexes comprennent 2 feuilles. 
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PRELIMINAIRE INTERNATIONAL 



Demande intemationale n° PCT/FR97/01 541 



I. Base du rapport 

1 . Ce rapport a ete redige sur la base des elements ci-apres (les feuilles de remplacement qui ont ete remises a 
f'office recepteur en reponse a une invitation faite conformement a I'article 14 sont considerees, dans le present 
rapport, comme "initiaiement deposees" etne sont pas jointes en annexe au rapport puisqu'elles ne contiennent 
pas de modifications.) : 

Description, pages: 

1-22 version initiale 

Revendications, N°: 

1 -8 regue(s) le 1 0/1 1/1 998 avec lettre du 1 0/1 1/1 998 

Dessins, feuilles: 

1/5-5/5 version initiale 

2. Les modifications ont entraine I'annulation : 

□ de la description, pages : 

□ des revendications, n os : 

□ des dessins, feuilles : 

3. □ Le present rapport a ete formule abstraction faite (de certaines) des modifications, qui ont ete considerees 

comme allant au-dela de I'expose de I'invention tel qu'il a ete depose, comme il est indique ci-apres 
(regie 70.2(c)) : 

4. Observations complementaires, le cas echeant : 
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V. D clarati n motive s Ion I'articl 35(2) quant a la nouveaute, lactivite inv ntiv et la possibilit ' 
d'application industriell ; citations et xplications a I'appui de c tt d 'claration 

1. Declaration 

Nouveaute Oui : Revendications 5-8 

Non : Revendications 1 -4 

Activite inventive Oui : Revendications 

Non : Revendications 1 -8 

Possibility d'application industrielle Oui : Revendications 1-8 

Non : Revendications 



2. Citations et explications 
voir feuille separee 



VIII. Observations relatives a la demande intemationale 

Les observations suivantes sont faites au sujet de la clarte des revendications, de la description et des dessins 
et de la question de savoir si les revendications se fondent entierement sur la description : 

voir feuille separee 
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1 ) II est fait reference au document suivant: 

D1 : The Journal of Clinical Investigation, vol. 92, no. 3, 1993, pages 1387-1393 

2) Le document D1 , qui est cite a la page 4 de la demande, decrit la purification d'une 
proteine de 40 kDa (identifiee par la denomination "40K") qui represente un melange 
d'isoformes neutres ou acides de la filaggrine. Cette proteine 40K presente la 
particularity d'etre egalement reconnue par les auto-anticorps diriges contre la 
filaggrine. II apparait d'apres les resultats rapportes dans le tableau I a la page 1390 
que la proteine 40K contient plus de residus citrulline que la filaggrine. Les auteurs de 
D1 emettent la supposition que la conversion massive de residus arginine en citrulline 
est la cause de la baisse de pi et la legere hausse de poids moleculaire observee par 
rapport a la filaggrine (cf. page 1391, colonne de droite, 5 dernieres lignes). Cette 
conservion est particulierement marquee chez une des isoformes purifiee par les 
auteurs de D1, ce qui lui confere une forme caracteristique en forme d'accent 
("comma-shaped") apres migration electrophoretique (cf. page 1391, dernier 
paragraphe). 

II ne semble pas qu'il y ait de difference entre I'isoforme decrite ci-desssus, purifiee 
dans D1 a partir d'epiderme humain (cf. page 1387, colonne de droite, "Methods") et 
I'antigene recombinant ou de synthese des revendications 1 a 4. 

Les revendications 1 a 4 ne sont done pas nouvelles et ne satisfont pas au critere 
enonce par I'Article 33(2) PCT. 

3) De plus, I'utilisation de I'isoforme de la proteine 40K qui est decrite dans D1 ou de 
n'importe quel fragment antigenique de celle-ci pour detecter la presence d'auto- 
anticorps specifiques de la polyarthrite rhumatoide est evidente au vu de D1. En effet, 
ce document divulgue que la proteine 40K, qui represente une forme modifiee de la 
filaggrine dans laquelle un ou plusieurs residus arginine est substitue par un residu 
citrulline, est precisement I'antigene qui est reconnu par ces auto-anticorps (cf. figures 
4-6). 

Les revendications 5 a 8 sont done evidentes au vu de D1 et, par consequent, 
depourvues d'activite inventive. Ces revendications ne satisfont pas au critere enonce 
par I'Article 33(3) PCT. 
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4) Les revendications 1 a 8 sont susceptibles d'application industrielle telle que definie 
par I'Article 33(4) PCT. 

5) (.'expression "compositions de structure identique a celle d'une preparation 
d'isoformes de la filaggrine purifiee" dans la revendication 6 n'est pas claire (Article 6 
PCT) et ne permet pas au lecteur de la revendication de pouvoir en apprecier la portee 
reelle. 
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REVINDICATIONS 

1) Antigone artificiel reconnu sc£ci f iquemen t 
par les auto-anticorps anti-f i laggrine priisncs dans ie 
serum de patients ar.teints da polyarthrite rhumatoide, 
caracteriso en ce qu' il est constitue par un polypeptide 
recombinant ou de syr.these, comprenant tout ou partie 
d'une sequence d*riv£«r dQ celle d'une unite f i iaggrine 
par substitution d f au mcins un resicu arginine par ur. 
residu citruliine . 

2) Aniigene artificiel selon la rever.dication 
1/ csracterise en ce qu'il est constitue par un peptide 
comprenant Lout ou partie d' au molns ur.e sequence 
derivee : 

- de la sequence corresponda:it aux acides 
H-ines 144 A 314 d'une unite filaggrine huxnaine, ou cien 

- de la sequence corraspondarit aux acidas 
amines 7 6 a 144 d'une unite filaggrine humaine, 

par substitution d'au mains un residu arginir.e 
par un residu citruliine. 

3) Antigene artificiei selon la revindication 
2, caractcrise en ce qu'il est ccnstitue par un peptide 
comprenan: tout cu partie d'au mcins une sequence derivee 
dc la sequence cosrespondant aux aciries amines 71 a 119 
d'une unite de filaggrine humaine, par substitution d'au 
moins un residu arginine par un residu citruliine. 

4} Antigene artificial selon la revendicat ion 
1, caracterise en ce qu'il est consr.ir.ti4 par un peptice 
ccmpranan- tout ou partie d'au mo ins une sequence derivee 
de i'une des sequences SEQ ID NO: 3, SEQ in NO: 5, 
SF.Q ID NO: 6, par substitution d'au mo ins un residu 
arginine par un residu citruliine. 

5) Utilisation d'un antig&ne selon une 
quelconque des revindications 1 a 4 pour le diagnostic in 
vitro de la polyarthritis rhumatolde , 

S) Ccrr.positicn antigenique pour ie diagnostic 
de la presence d ' auto-anticorp.s specif iques de la 
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ft 




pciyarthrite rhumato'ice cans un echuntiilon biciocicue, 
caract^risee en ce qu'elle cor.r.ianr. an rnoin* u:. antigens 
nelon une quelconque des rcvendicatior.s 1 a 4, 
eventuellenent marque et/cu cor.jugue avec une molecule 
5 porteuse, a 1' exclusion des compositions de structure 
icentique a ceiie d'une preparat lch d' l sofcrrr.es dG la 
filaaqriae purifiee a p^rtir 1'epiderrr.c hum-.iin 

comprenant un melange d' 1.-50 formes de polds ir.olsculairs 
40 00C et de pi s ' echelonnant entre 5,8 ec 7,1. 
1 3 7) Precede de detection ces auto-anticcrps 

specif iques dG la poiyarthri te rhumatolde dans un 
echantillon biologique, lequel procede est caracterise en 
ce qu ' ii corr.prcnd : 

la mise en contact dudit echantillon 
15 biolcgique avec un antigene selon une quelconque des 
revondicatiens 1 a 4, cu ur;* composition ar.tigenique 
selon la revendication 6, dans des conditions peoetrant 
la formation d 1 un couiplexe an: igene/ar. ticorps avec les 
auto-anticcrps specif iques de la polyarthrite rhnma tolde 
20 eventueilement presents ; 

- la detection, par tous moyens appropries, du 
ccmp] exe ar.t igena/anticcrps eventueliement. -or me . 

8} Necessairc pour la detection des auto- 
anticorps specifiques de ia polyarthrite rhumatoide dans 
25 un echantillon biologique, caracterise en ce qu' il 
conprend au mo ins un antig^ne selon une quelccnque des 
revendicat ions i a 4, ou une composition antigenique 
selon la revindication 6, ainsi que des tampons et 
reactifs appropries pour la constitution d ! un milieu 
30 rsactionnel permectant la formation d'un corr.piexe 
antigene/anticorps, et/ou des mcyens de detection dudit 
complex© antigene/anticorps . 
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Priority date {day/month/year) 


PCT/FR97/01541 


01 September 1997 (01.09.1997) 


30 August 1996 (30.08.1996) 
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This international preliminary examination report has been prepared by this International Preliminary Exanuning 
Authority and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability, 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Date of completion of this report 

02 December 1998 (02.12.1998) 
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International application No. 

PCT/FR97/01541 



L Basis of the report 



1 . This report has been drawn on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an invitation 
trtinder^Article 14 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain amendments.): 

| [ the international application as originally filed. 

the description, pages s as originally filed, 

pages , filed with the demand, 

pages , filed with the letter of » 

pages , filed with the letter of ■ 



the claims, 



Nos. 
Nos. 
Nos. 
Nos. 
Nos. 



1-8 



, as originally filed, 

, as amended under Article 19, 

, filed with the demand, 

, filed with the letter of 10 November 1998 (10.11.1998) 
, filed with the letter of 



the drawings, sheets/fig 
sheets/fig 
sheets/fig 
sheets/fig 



1/5-5/5 



, as originally filed, 
, filed with the demand, 
, filed with the letter of 
, filed with the letter of 



2. The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 



1 I the drawings, sheets/fig 



3 I I This report has been established as if (some of) the amendments had not been made, since they have been considered 
— to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

4. Additional observations, if necessary: 
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Jernational application No. 

LNTERN ATIONAL PRELIMINARY EXAMINATION REPORT fpcT / FR 97/01541 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. ** r Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



5-8 



1-4 



1-8 



1-8 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

1) Reference is made to the following document 



Dl : The Journal of Clinical Investigation, vol.92, 
no. 3, 1993, pages 1387-1393. 

2) Document Dl, which is cited on page 4 of the 

application, describes the purification of a 40 kDa 
protein (identified by the denomination x M0K") which 
represents a mixture of neutral or acid isoforms of 
filaggrin. This 40K protein has the peculiarity that it is 
also recognized by the autoantibodies directed against the 
filaggrin. According to the results in table I on page 
1390, the 40K protein appears to contain more citrulline 
residues than filaggrin. The authors of Dl make the 
assumption that the mass conversion of arginine residues 
into citrulline is the cause of the reduction in pHi and 
the slight increase in molecular weight observed in 
relation to filaggrin (cf. page 1391, right-hand column, 
last five lines) . This conversion is particularly 
noticeable in one of the isoforms purified by the authors 
of Dl, which makes it characteristically "comma-shaped" 
following electrophoretic migration (cf. page 1391, last 
paragraph) . 

There does not appear to be any difference between the 
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isoform described above, which is purified in Dl from 
..human epidermis (cf. page 1387, right-hand column, 
""Methods") and the recombinant or synthetic antigen of 

Claims 1 to 4 . 



Claims 1 to 4 are not therefore novel and do not satisfy 
the criterion of PCT Article 33(2). 



3) Furthermore, the use of the 40K protein isoform 
described in Dl, or of any antigen fragment thereof, to 
detect the presence of specific autoantibodies of 
rheumatoid polyarthritis is obvious in view of Dl . This 
document discloses the fact that the 40K protein, which 
represents a modified form of filaggrin in which one or 
more arginine residues are replaced by a citrulline 
residue, is precisely the antigen which is recognized by 
these autoantibodies (cf. Figures 4 to 6) . 



Claims 5 to 8 are therefore obvious in view of Dl and, 
consequently, do not involve an inventive step. These 
claims do not satisfy the criterion of PCT Article 33(3). 

4) Claims 1 to 8 are industrially applicable in 
accordance with PCT Article 33(4). 

5) The phrase "compositions with a structure identical 
to that of a preparation of purified filaggrin isoforms" 
in Claim 6 is unclear (PCT Article 6) and does not enable 
a reader of the claim to appreciate its true scope. 
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been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 2 sheets. 

3. This report contains indications relating to the following items: 
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Basis of the report 
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Priority 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 
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Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability, 
citations and explanations supporting such statement 


VI 
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Certain documents cited 
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Certain defects in the international application 
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Certain observations on the international application 
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I. Basis of the report 



1 . This rep9rt has been drawn On the basis of {Replacement sheets which have been furnished to the receiving Office in response to an invitation 
under Article I •* are referred to in this report as "originally filed" and are not annexed to the report.since they do not contain amendments.): 

| [ the international application as originally filed. 

the description, pages l' 22 ) as originally filed, 

pages ' , filed with the demand, 

pages , filed with the letter of * 

pages , filed with the letter of * 



^ the claims, 



Nos. 
Nos. 
Nos. 
Nos. 
Nos. 



> as originally filed, 

, as amended under Article 1 9, 



1-8 



^ the drawings, sheets/fig 
sheets/fig 
sheets/fig 
sheets/fig . 



1/5-5/5 



, filed with the demand, 
t filed with the letter of 
, filed with the letter of 

, as originally filed, 
, filed with the demand, 
, filed with the letter of 
, filed with the letter of 



10 November 1998 ( 10. 1 1. 1998) 



2. The amendments have resulted in the cancellation of: 

| | the description, pages 

1 | the claims, Nos. 



I | the drawings, sheets/fig 



3 I I This report has been established as if (some of) the amendments had not been made, since they have been considered 
1 — ' to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

4. Additional observations, if necessary: 



Form PCT/IPEA/409 (Box I) (January 1994) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



lational application No. 
PCT/FR 97/01541 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
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Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



5-8 



1-4 



1-8 



1-8 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanation? 

1) Reference is made to the following document: 

Dl: The Journal of Clinical Investigation, vol.92, 
no. 3, 1993, pages 1387-1393. 



2) Document Dl, which is cited on page 4 of the 

application, describes the purification of a 40 lcDa 
protein (identified by the denomination "4 OK" ) which 
represents a mixture of neutral or acid isoforms of 
filaggrin. This 40K protein has the peculiarity that it is 
also recognized by the autoantibodies directed against the 
filaggrin. According to the results in table I on page 
1390, the 40K protein appears to contain more citrulline 
residues than filaggrin. The authors of Dl make the 
assumption that the mass conversion of arginine residues 
into citrulline is the cause of the reduction in pHi and 
the slight increase in molecular weight observed in 
relation to filaggrin (cf. page 1391, right-hand column, 
last five lines) . This conversion is particularly 
noticeable in one of the isoforms purified by the authors 
of Dl, which makes it characteristically "comma-shaped" 
following electrophoretic migration (cf . page 1391, last 
paragraph) . 

There does not appear to be any difference between the 
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isoform described above, which is purified in Dl from 
human epidermis (cf. page 1387, right-hand column, 
''Methods") and the recombinant or synthetic antigen of 
Claims 1 to 4 . 



Claims 1 to 4 are not therefore novel and do not satisfy 
the criterion of PCT Article 33(2). 



3) Furthermore, the use of the 40K protein isoform 
described in Dl, or of any antigen fragment thereof, to 
detect the presence of specific autoantibodies of 
rheumatoid polyarthritis is obvious in view of Dl. This 
document discloses the fact that the 40K protein, which 
represents a modified form of filaggrin in which one or 
more arginine residues are replaced by a citrulline 
residue, is precisely the antigen which is recognized by 
these autoantibodies (cf . Figures 4 to 6) . 

Claims 5 to 8 are therefore obvious in view of Dl and, 
consequently, do not involve an inventive step. These 
claims do not satisfy the criterion of PCT Article 33(3). 

4) Claims 1 to 8 are industrially applicable in 
accordance with PCT Article 33(4). 

5) The phrase "compositions with a structure identical 
to that of a preparation of purified filaggrin isoforms" 
in Claim 6 is unclear (PCT Article 6) and does not enable 
a reader of the claim to appreciate its true scope. 
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